Chronic GVHD is one of the major complications of BMT, involving a variety of organs, but rarely involving the genitourinary system. We report a patient who simultaneously developed extensive chronic GVHD and phimosis after BMT. From the clinical course and pathological findings, chronic GVHD was considered to be responsible for the phimosis. Despite intensive immunosuppressive therapy, the phimosis persisted. Phimosis is a rare complication after BMT, which may often remain neglected. Possibility of this complication should be considered in patients with chronic GVHD. Keywords: phimosis; chronic GVHD; scleroderma; cyclosporin A We report a patient who developed periphimosis after allogeneic BMT. Although several urological problems are known to develop after BMT, phimosis has never been reported.
We report a patient who developed periphimosis after allogeneic BMT. Although several urological problems are known to develop after BMT, phimosis has never been reported. [1] [2] [3] Because he had an extensive type of chronic GVHD and no infectious pathogen was detected in the secretions from the glans, we considered that the phimosis was due to sclerosis of the foreskin caused by the chronic GVHD.
Case report
A 39-year-old man was diagnosed as chronic myelogenous leukemia in chronic phase and referred to our hospital for allogeneic BMT. No abnormal findings were present in the genitourinary system and his sexual life had been normal until admission to hospital.
In June 1996, he received BMT from his HLA-identical brother. The conditioning regimen consisted of busulfan (16 mg/kg) and cyclophosphamide (120 mg/kg). GVHD prophylaxis was the combination of short-term methotrexate and cyclosporin A. He developed no significant RRT Correspondence: Dr H Hirai, Third Department of Internal Medicine, Faculty of Medicine, University of Tokyo, Hongo 7-3-1, Bunkyo-ku, Tokyo 113, Japan Received 7 July 1997; accepted 2 November 1997 and engraftment was confirmed on day 14. An erythematous maculopapular rash developed on his face on day 40 and he was diagnosed as grade I acute GVHD. The rash disappeared by day 52 without any additional therapy.
His clinical course was uneventful until he complained of oral and ocular pain in November 1996, when cyclosporin A was tapered. Oral examination revealed atrophy and lichenoid lesions of the buccal mucosa. Lacrimal secretion was also impaired. Lichenoid lesions with hyperpigmentation were observed on the face, trunk and extremities. Histological findings of the oral mucosa biopsy specimen revealed a lichenoid reaction with necrotic keratinocytes and lymphocyte infiltration, which disrupted the dermalepidermal junction. These findings suggested chronic GVHD ( Figure 1 ). Hepatic involvement by chronic GVHD was suspected from the cholestatic abnormality detected on liver function tests. We therefore made the diagnosis of extensive chronic GVHD.
Concurrent with the development of chronic GVHD, he noticed phimosis (Figure 2a , b). The foreskin was markedly contracted and the appearance resembled the facial skin. Lichenoid changes with hyperpigmentation were prominent. Repeated bacterial and viral cultures of the secretion from the glans were negative for infectious organisms. Administration of antibacterial antibiotics, fluconazole and acyclovir resulted in no improvement. We therefore assumed that the phimosis was one of the manifestations of the extensive chronic GVHD. Histological evidence was not obtained, because he refused biopsy of the foreskin.
After the dose of cyclosporin A had been increased, the oral pain disappeared and the liver enzymes improved. However, the sclerosis with pigmentation in the skin lesions and the foreskin did not improve. In February 1997, the cholestatic liver dysfunction re-appeared and a mild generalized scleroderma developed in spite of intensive immunosuppressive therapy. He has not undergone circumcision of the contracted foreskin and the phimosis persists up to September 1997.
Discussion
Chronic GVHD is one of the major complications after BMT, involving a variety of organs such as the skin, liver, gut, lung and secretary glands. The skin is the most com- mon site for chronic GVHD. 4 Two types of cutaneous involvement, lichen planus and poikiloderma, have been described. In pathological specimens of advanced skin chronic GVHD, epidermal atrophy and dense focal dermal fibrosis are noted with minimal signs of inflammation. Patients with advanced chronic GVHD may develop generalized scleroderma, which frequently leads to joint contractures and visceral involvement. Response to therapy is variable, and major atrophy is associated with a more severe progression. 5 However, our patient had mild scleroderma without disability and the phimosis was the main problem. Although vaginitis and vaginal strictures have also been reported in women with chronic GVHD, 6 involvement of the male genitals with chronic GVHD has never been reported.
Phimosis is a clinical condition in which the contracted foreskin cannot be retracted over the glans. Chronic infection from poor local hygiene is the most common cause of acquired phimosis. However, he could easily retract his foreskin until the development of chronic GVHD. No infectious pathogen, including viruses and fungus, were detected on repeated cultures, and the administration of antibiotics together with acyclovir and fluconazole was ineffective. The inflamed glans responded not to the antimicrobial therapy but to the immunosuppressive therapy. Chronic infection was therefore unlikely as the cause of phimosis. Thus, he was diagnosed as extensive chronic GVHD with involvement of the skin, the liver, the oral cavity and the lacrimal glands. Chronic GVHD was pathologically proven by biopsy of the oral mucosa. The foreskin had a similar appearance with scleroderma-like cutaneous lesions; also, the chronic GVHD and phimosis occurred at the same time. We therefore assumed that phimosis was one of the cutaneous manifestations of chronic GVHD. Since the skin of both the trunk and the foreskin are comprised of squamous epithelium, it is reasonable that the foreskin could also become a target of the graft-versus-host reaction and that fibrotic scarring leads to phimosis.
For long survivors after BMT, decreased sexual satisfaction and altered body image are important psychosexual problems. 7 Wingard et al 8 reported that difficulties with erection and ejaculation were associated with sexual dissatisfaction. Periphimosis also causes difficulty in sexual intercourse and deterioration of body image, which impairs the quality of life after BMT. Phimosis has never been reported after BMT, probably because it is frequently overlooked. More attention should be paid to the genitourinary system and this complication taken into consideration, especially in patients with chronic GVHD.
